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_comphant because of delaynng the start of therapy more than 2 days (2) and.
C :fnot recording that the study’ medication had been admlmstered (3).. The 10..

o ; not statrstacally slgmflcant (p=0.19).

patients (45%) in the MONISTAT® 7 arri:

- patients using MONISTAT®7 were classified. as non-compliant because they

‘v‘used an unknown number of: doses or days.of therapy (2), used less than 6

: ’days of therapy (5), or delayed the start of therapy more than 2 days (4) (Pt.
- Number 1703 used less than 6 doses and delayed therapy more than 2

' ""“.-'days) ‘The Appllcant found that the difference in rates of complrance was

SR 1he total number of adverse events reported were: 253 in 91 out of the 138 .
g (66%) patients in the 1200 mg _group and 231 in 86 out of the 133 :

' The Applrcant tabulated the body systems wrth the hrghest incidences of -
adverse experiences; frequently: occurring adverse experlences “and adverse:'
.__expenences reported by 2% to 5% of patuents The‘ tables are presented
) below . v e

Table 58. Body Systems with the nghest Incrdcnce of Adverse Expenences
‘ Al] Causahty (Greater than 10% in Either Treatment Group)

A Treatment Group ’
MCN (1200mg) |~ MONISTAT® 7
Vagma_li (2% MCN) Vaginal
SR { v Cream
o e U (N=138) o (N= 133)
©|BodySystem i fone |%o [on ] %
o Gemtal/reproductlve |63 | 457 | 63 | 474
S lsystem o : PRl LU
- | Nervous system. i 19 - 13.8 18 = |70 13.5
" | Respiratory system: . | - 15 10.9 9 ol 6.8
“Gastrointestinal 1'4..,, 10.1 9 Sl 6.8
Vsystem - S fenn TR

. “(Applicant's Table IX from Vol. 1.9, p. 08000317

“ The rates of ‘adverse experiences in the genital/reproductive and nervous
system are similar for the 2 treatment groups. A greater number of patients
reported resp|ratory and gastrointestinal adverse experiences in the 1200 mg
_arm of the study.. The Applicant tabulated adverse experiences by

“primary term to further investigate the individual adverse experiences:

. Table 59 shows the adverse expenences reported in more than 5% of
: patrents s v : R
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S A]] Causahty (Greater than 5% in Either Treatment Gtoup)

. Treatment ‘Group
MCN (1200 HE f...‘fMONISTA'I‘”7
~ Vaginial 2% MCN) Viginal Cream
R SRR o : ST (N =138). S (N'=133y
' |- Adverse Experience - I S8 1 BX : % 'ﬂ": s P
Burning; female genitalia |39, ~28.3 - 34 ~..25.6
Irritation, female genitalia . . . 34 24.6: ) B 233
= | Pruritus, external female genitalia 22 159 365 271
| Headache o 17, 123 18 135
Erythema, female genitalia -~ 10 7.2 13 9.8
Discharge, female genitalia - 12 8.7~ .8 6.0
Edema, féemale genitalia IR R S 6 = 4.5
Pharyngitis: .- . _ 7. 1. 81 4 - 3.0
Infection, urinary tract w7 51 0 0.0

‘(Apphcant s Table X from Vol 1 9 p OB 000318)

ST Sl[ghtly hcgher rates of burnmg and |rntatnon of the femalve gemtalna

fdnscharge urinary tract infection; and pharyngms were observed in the

200 mg Jlllarm of the study. Patients in the MONISTAT®7 arm reported

- qemtal pruritus and gemtal erythema moref fquently

" lhe Appllcant s rates of adverse expenences for the urlnary systh from

L ‘Study 97-006 are shown in Table 60.

F Table 60. Adverse E'><periences Involving the Urinary System

Treatment Group Study 97-006

1200 mg Vagunal . MONISTAT® 7
i '-Adv"ers‘e ‘Expe'raence‘ (N—138) S (N=133)
- e e o n/N % CURIN e g
Dysurla » e 0 1/138 0.7.:% [::1/133-. |1 0.8
Infectuon Unnary Tract - |5.-7/138 5.1 0/133': 0.0
Cystitis - e L 0/138 0.0 1133 (.. 0.8
Urethritis-. ... . - 0/138 0.0 1/133 0.8

.- (Results summanzed from the Applicant’s Appendices 7 & 8)

MO Comment The Meducal Officer reviewed the classification of
: ’urlnary adverse experiences. in order to investigate the excess of

_urinary-tract infections reported in the 1200 mg [l arm. The

S medlcal officer agreed with the 7 patients classified as having a UTI S

on the 1200 mg il arm of the study. One patient in the -

MONISTAT®7. arm of the study with the adverse event of cystitis
o (Pt.No. 1303) was treated with Nitrofurantion and was therefore
’ ‘considered to have a UTL. - Thus the number of UTIs in each of the

. study arms was 7 for the 1200 mg _and 1 for MONISTAT®7

‘Vagmal Cream
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- MO Comment: The adverse experiences involving the urinary system
v instudy 96-002 do not corroborate the findings regarding urinary
.+ tract infection from study 97-006. Given that the comparative rates
: ,;::"of urinary tract infection. i |n study 97-006 is: one of multlple
o comparisons of adverse expenence rates, the possrblllty of an
“elevated type V'error must be consudered The Iack of corroboration
o with the companion’ study (96 002). suggests that the elevated rate
of urlnary tract infection may be a chance occurrence detected in the
o settmg of multiple compansons R

The ngor of the dlagnostlc cntena employed for U .l |s not
[ specmcally stated. Given that patients may experlence dysuria as a
" . component of VVC, the' clinical diagnosis of UTI could be "
" “confounded. Evidence of mlcrobnologlcal contlrmatlon of these
d'agnoses is not provrded : '

|he Appllcant tabulated adverse experlences reported by 2 to R% of patrents i

’1 ab]e 61 Adverse Expenence Reported by 2 1o 5% of Patlents (by anary Term)
. : ) Trealmcnt Group.
MCN (1200 nig) - -~ “MONISTAT® 7
Vaginai = | (2% MCN) Vagina! Cream
(N=138) om0 | S (N=133)
T N
N e I
o Ty e
29 b
e 0.7 3
22
0.7
L 22 )
220

“Adverse Experience

- Dysmenorrhea

Cramps, G1
Excoriation/abrasion, ferrale gerutaha
-Pain, trunk. .

Sifusitis - r

Pain; abdominal .:
Upper resplratory infection

| Nausea

Flatulence e

Insomiiia

lApphcant s Table XI from Vol. 1.9, p. 000318l

%
3.0
2.3

3.8
1.5
3.0
0.8 :
23 . .

0.0
0.0

it [ | {8 IS NIV

; e.éuQ_dtg_mﬁu&b‘

ngher rates of flatulence and insomnia were reported in the 1 200 mg -
group: Patients in the MONISTAT®7 group reported more excoriations and
abrasmns of the genltalla and pain located in the trunk and abdomen.

MO Comment The small differences i in rates. of adverse experiences -
“reported by. 2 to 5% of patients do not suggest a ‘significant
_drfference in the these events for the 2 study arms.

MO Comment: Examlnatlon of the tabulated data does not reveal any
~predominant’ adverse expenence as being the cause of the greater

4.5 |
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B ‘:MO Comment The adverse experiences mvolvmg the urmary system
T in study 96 002 do not corroborate the findings regardmg urinary- -
g :i_’tract mfectlon from study 97-006. Given that the comparative rates
. of urinary ‘tract-infection in study 97-006 is one of multiple -
"}i'-"comparlsons of adverse experience rates the: possibility of an _
- elevated type [} error must be consudered The fack of corroboratlon .
S with the companuon study (96- 002) suggests that the elevated rate
v of urinary tract infection may be a chance occurrence detected inthe
_ -settlng of multlple compansons '

T The rlgor of the dlagnostlc criteria employed for U .l is ot - SR

’»'specnflcally stated. Given that patients may experlence dysuna as a L

" component of VVC, the clinical diagnosis of UTI could be - :
confounded.. Evidence’ of mlcroblologlcal connrmatlon of: these

'»i“if’jfij'd'agnoses is not provnded L

.- lhe Appllcant tabulated adverse experlences reported by 2 to “\% of patlents-

'Tdble 61)

v '1 able 61 Adverse Expenence Reponed by 210 5% of Patrents (by anary Term)

(Appllcant s Tahle Xl from Vol 1. 9 p. 000318l

- Trealmenl Group. .

. MCN uz mig) | MONIQTAT°7 _

. Vaginai b '(2% MCN) Vaginal Cream
C B (N=138) L (N =130
Adverse Expedence n % on e %
Dysmenorrhea 6 4.3 4: 3.0
Cramps, GI . = - 3.6 3 23
chorlahon/abrasmn, l‘err'alegemtaha . 2 R . 4.5 -
Pain, trunk . - 2 14 -5 38 .
" Sinusitis - 4 e 290 it -2 1 1.5
Pain; abdominal 1= PRI R BT ' 3.0
Upper resplralor;y infection 3 S IR B s U 0.8
| Nausea:. e 1 QT .3 2.3
| Flatalence - R) 22 s 0 0.0
Insomnia - 3 S22 ) 0.0

ngher rates of flatulence and insomnia were reported in the 1200 mg_
group.: ‘Patients in the MONISTAT®7 group reported more excoriations and
abrasions of the genitalia and pain located in the trunk and abdomen.

' MO.Comment: The small differences in rates of adverse experiences
, “'_”reported by 2 'to 5% of patients do not suggest a sugmflcant
;"dlfference in the these events for the. 2 study arms

- MO Comment Examlnatlon of the tabulated data does not reveal any
R predommant adverse expenence as being’ the cause of the greater
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number of resplratory and gastromtestmal adverse expenences |n the 3
1200 mg- arm- of the study - v v '

"'The Applrcant notes that no other adverse expenences were: noted by more
g than 2 patlents in elther treatment group. :

‘ ::_ The Apphcant tabu|ated grouplngs of the gemtal/reproductlve adverse
expenences for the two treatment groups (Table 62).

Table 62 Patrents Reportmg Selected Groupmgs of Gemtal/Reproducnve
Adversc Ex Jerlenccs '

Treatment Group :

MCN (1200 MOMSTA'I" 7

““ Vaginal : (2% MCN) Vagmal Cream:.
» FEER S CN=13BY | it TN =133
“Adverse Experience Gro'uping_»'f-’ Sl e G o _ %
Itching and Burning - oo |47 341 49 ... 36.8
Itching, Burning and Irntatlon 47 341 51 . . 383
Itching, Burmng, [rnlatlon and 48 348 copee S 383
Pain o : N R I

.. |Applicant's Table bd|] from Vol 9 p 08- 000319) e

The Appllcant tested the followmg adverse expenence rates for statlsttcal

= srgnmcance

S patxents repomng at least one adverse expenence

= . any body system with at least a 10% incidence in either treatment cvroup

M any individual adverse cxperience wnth at Ieast a <% incidence in either
i o treatment group, and - . . ST _.
= ’ B combmed gemtal/reproductwe adverse expenenccs ot specmc mterec;t )

_" Of these multlple compansons the Applrcant found the drfference in the rate

“of: patrents reporting urinary tract infections to be srgnrfncantly higher in the :

' 1200 mg
w ”patrents reportmg pruritus of the female genitalia was significantly hrgher |n
i the: MONISTAT®7 group (36 vs: 22, p=0.027). (Please note the MO~
“Comment above on the classification of urinary tract infection.)

arm (7 vs. 0, p=0.015) and the difference in the rate of -

. MO Comment The increased rate of urinary tract infection in the -

+ 1200 mg group and.the higher rate of reporting pruritus in the
: MONISTAT 7 group was found by doing multiple comparisons on the -
.adverse event: data as noted above. Given the multiple comparisons

performed, one must consider the possibility of an elevated chance -

of a type | error. Hence, while these findings are noted, the
relevance of the p-value calculated without adjusting for multiple - 7
comparisons is questionable.  The Applicant describes a total of 17
-comparisons of adverse event rates from which the cited findings of
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‘urmary tract mfectnon and prurltus are reported
“reported rates for adverse effects involving: the Urinary tract were

- Page790f 108"

similar between the 1200 mg [Jjillland MONISTAT®7 groups.

(Please also see the- MO Comment ab

> jurlnary tract mfectlon)

e on th}e classmcatnon of

: ‘Three patlents were dlscontmued from the study because of adverse
o experlences (Table 63)

Table 63 Panents Dlscommumg the Study Due to an Adverse Expenence

In Study 96 002 the

'*Sludy Day of onset for the AE resultxng in dlscontmuatlon

,Patlcnl - Age/ | .Adverse Study Day Severity/ .
‘Race. " | Experieice . of AE Relation Per Action Qutcomes". Othier Note
' T L R Onset* . - |:-"~ Investigator- .. | st S -
03006 | 40(C) - ,headache and L20n . | mildeors i o | -Counteractive Tecovered
L S |simls (sinus | moderate | medication:: except for
»mfecuon, “mfectlon)‘ “and hot'or N = ongoing v
- |: vulvovaginal - - 'unhkely rela d* labial tear.
-‘burmng/nmtan o
‘onjand . -
BRI “labial tear "
M7C S et . L L . L
00702 : [ 23(C)":. |.vulvovaginal 4. severe or . . study.. ongsing ‘treatment for
o burning; (herpetic. | moderate: medication : herpes and for
Jirritation & eruption) : and passibly “discontinued Gardnerella.. ..
“itching and’ o | and not'related " | after vaginalis
genital hierpes. ’ : ' five doses and
eruphon ' counteractive
P | o L : medication piven
04406, - | 22(C) \ulvuvagmal 3 mild or: - - - | study drug ongoing similar
i R burning =" | (biirning/ | moderate - “discontinued . - Sowro | previous: v
“and 1rntatlon, - 'i'l"ri't'ati'('m)f. and possibly _after three days <% [reactionto .
vulvar ol related: o [ MONISTAT®:
‘erythema and: S 5 : e
edel}na B ot L
(erythema/
: : edema)
C= Caucaexan .

- ‘(Adapted from the Appllcant s Table Xill.-from Vol. 1.9, p. 08- 000320)

i Summanes for the pataents who experienced a serious event or dnscontmued
the study because of an adverse event are provide below.

Patie'nt 00702

The patient was a 23-year-old female with the diagnosis of

~ vulvovaginal candidiasis confirmed by KOH and culture. She was
~randomized to and received therapy (5 days) with MONISTAT®7 She
~developed gemtal herpes on Study Day 4 and was evaluated at Return
" Visit 1 on Study Day-8. She was given a prescription for Famvir® for. o
treatment of her genital herpes. She was also noted to have clue cells =

“on her Return V|S|t 1 examination and was: also prescnbed po
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metronrdazole to treat G vag/na//s The patlent 'was drscontlnued

;_'_"'j':”rtchmg, and:irritation.* Also-noted on the: drscontrnuatron form is

treatment for G. vag/nal/s

s ’.;:Patrent 03006

The patient' was a 40- -year: old female with vulvovagrnal candrdvasrs

: 'f'conflrmed by KOH and culture.” She was randomized to and received:

= “the 1200 mg - On Study Day 9 she started. takrng Amoxil® for

‘'sinusitis. She was discontinted from the study because of her: -
" “adverse event of sinusitis for which she was prescribed an-anti-

- . infective: . At the time of her d|scontlnuatlon she was noted to have
B -a a small labial tear that was judged unllkely to be related to therapy :

' patient 03101

" The patient was a 62-yéar- old woman wrth a hrstory of diabetes

. enrolied in the study with the diagnosis of VVC confirmed by KOH and"‘»{ i

’ “culture. She was treated with’ MONlSTAT®7 ‘At Return Visit 1 she -

““"wvas aclinical cure; mrcroblologlcal farlure ‘and’ therapeutrc failure. -
" Five to six weeks after completing her: study medlcatlon the patient

~ - died from arteriosclerotic vascular disease.” Her. death was not -

j,t,onsrdered related to studv medlcatlon

Patlent 04406

- The patient was a 22-year-old female dlagnosed with VVC with a

conflrmatory KOH and culture. She.was randomized 10 MONISTAT®7
‘and used the medication for 3 days She stopped using the study

" medication after day 3 because of mcreased vulvovaglnal symptoms

AT : She returned for an.assessment on Study Day 5 and was discontinued =~ =

from the study for. rncreased burnlng, irritation; |tch|ng, vulvar edema,

- and- erythema At Return VlSlt 1, the patient also noted a prior hlstory,"'-'

- of adverse reaction when she had prev:ously used MONlSTAT®

) ‘.’The Appllcant also notes patient 03803 assigned to MONISTAT®7 who was . -

: b'reported to have a positive pregnancy test at her last visit. The patient did-

‘ 2 not return calls from the study center; hence the status of her pregnancy
' ’;»"remalns unknown :

. The Appllcant tabulated seventy of adverse expenence by treatment group
(Table 64). Most of the adverse expenences classified as severe were

vulvovaglnal itching, burnlng, or rrrltatlon (31/49 in the 1200 mg -group
and 28/41 |n the M7C group) =

U Page800f 108
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. Table 64 Sevcnty of Adverse Experlenccs

: Treatment Group i
: MCN (12 mg) MONISTAT® 7 .
Vagmal : (2% MCN) Vagmal Cream
S , *(N 254) : *(N 231)
Severity - ... .3 noo i e n : %
ses o [ Mld . 106 N a7 , 78 ..33.8
| Moderate-. - | 99 | 390 112. . 7485
. [ Severe 49 [ 193 41 17.7

* number of adverse experiences reported o
(Apphcant s Table XIV from Vol 1.9, p. 08- 0003?1)‘{

’ The Apphcant performed a chu square test on. the dsstnbutlon of adverse
. expenences between the two treatment groups No:significant dafference

S ’was found in the dlstnbutuon of adverse events between the two groups. SR

,‘:“The Apphcant tabulated the relatlonshlp of adverse expenence to study

e nedlcatxon (Table 65). .

f Table 65. Relauomhlp of Adverse Expenences to Study \/Iedlcauon

“Treatment Group
~MCN (1200 mg) MONISTAT® 7
Vagma] ] (2% MCN) Vagmal
e(N=254) : j . ‘Cream -
(N 231)
- {Relationship-~ .. | in.on |0 % _.'_fn ) % .
" [ Notrelated . - | 102 402 | 9'7':._ g 42.0
| Unlikelyrelated- = | .68 . | 26.8 48 . 20.8
- | Possiblyrelated . .- [~ .60 | 23.6 68 29.4
‘Probablyrelated =~ | 23| 291 18 7.8
Highly probably:- - SERNIOTN I B 04 0 0.0
related ' s ’

(Apphcant s Table XV from Voli. 1.9; p. 08 000321)

S The Appllcant notes that of the adverse expenences classmed as probably or
- highly probably related, 17/24 in the 1200 mg [Jllloroup and 17/18 in the
e MONISTAT®7 | group were expenences of vaginal burning, itching or irritation.
2+ The ‘distribution of relationship to study medication was analyzed with a chi-
" square test. The relationship of adverse events to therapy was not

“significantly different between the two study groups (p=0.98).
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The Applicant notes that follow up gynecologic exammatlon drd not reveal

any findings suggestlve of drug toxmrty in enther of the two arms of the
study FETR s S

Revnewer s Comments/Conclusrons for Study 97 006

The patlent populatrons enrolled in the two treatment arms were comparable
The efficacy results show the MONISTAT® DUAL-PAK® to be similar to
MONISTAT®7 with regards to- clinical, microbiological, and therapeutic'
response at both Return Vnsrt 1 (RV1) and overall'in the Applicant’s evaluable
for effncacy ‘population: A modlfled intent- to- treat (MITT) analysrs performed
by the Agency’s Statrstlcal Revrewer found the two treatment groups to be
srmrlar wrth regards to overall cllnlcal m:croblologscal and therapeutic -
response. The MO's analysis of efflcacy in the. subset of evaluable patients:
comphant with the protocol specrfred visit wrndows found MONISTAT® -
DUAL:PAK® and its comparator: statlstrcally 5|m|Iar with regards to- clmlcal
mlcroblologrcal and therapeutlc response at RV:i1-and overall. The results of
these three analyses of the study data’ support statlstrcally similar efficacy
for the MONISTAT® DUAL-PAK® and its comparator, MONISTAT®7 Vaginal
Cream. In’ addition, recurrence rates for patlents cured at RV1 were .
comparable between the wo' treatment groups

Revnew of the safety data flnds srmrlar rates: for ad‘\/erse'events'for'the
MONISTAT® DUAL-PAK® and MONISTAT®7.  There was a higher rate of
unnary tract infection in this: study (97- 0086) in the MONISTAT® DUAL-PAK®
group, but this flndmg was not corroborated by study 96- 002 suggesting -
this'may be a chance occurrence The number of: patnents ‘discontinued from

the study because of an: adverse event is srmnlar across the two study
groups .. Lo e

Overall the study supports stat|st|cal srmllanty of safety and efflcacy of
MONISTAT® DUAL PAK® to rts ‘comparator, MONISTAT®7.

APPEARS THIS WAY ON ORIGINAL
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; 8.2.3. Tnal # 3 Study 97 007 = Drug Absorp'aon Stu ‘_y5 of a Mlconazole
2 Nltrate T i Normal Volunteers

e _’ObLectnve/Ratuonale : : = : - ,
.. The objective of this study was to measure and comparc the safety dnd drug absorptlon of
‘mlconazo]e from a 1200 mg miconazole nitrate vagmal{ Jkn normal volunteers by
. ‘measuring plasma levels of miconazole at various time intervals after intravaginal
. -application of the ovule: A secondary objcctlve was to assess the absorption of
- 'miconazole if a woman wexe to administer two’ apphcatlons of 1200 mg mlconazole

~nitrate vagmal -2 days apan asa measurc of safety

This was an- open label smgle center phase 1 study to me: e the

-:systemac absorption of drug from the 1200 mg vaginal B Subjects were -

“to receive either a single dose of the 1200 mg vaginal [JJjll (Dose Group 1
~“or.afirst dose of the 1200 mg _followed by a second dose of the -
71200 mg -admlmstered 48 hours later (Dose Group: 2). The planned bR
H'-';pnrollment was 24 healthy: female volunteer’s in‘order to obtain 20 evaluable ST
- ,v"f'oubjects 10 in Dose Group1 and: 10 in Do "vGroup 2 Plasma samples. were

" obtained t6 assess’ systemic absorptlon and thé pharmacokmetlc profile of
the 1200 mg mlconazole nitrate vaglnal , “The: pharmacokmettc data
“obtained. from thls study was compared 10 hlstoncal data from other:
. rn-conazole nttrate dosage forms for the treatment of: VVC

v

':jh_"]PrOTOCol’ overview

1 2 _"”Dopulatlon procedures L
. . Patients were: requn’ed to rneet the followmg mclusmn and exclusuon cnterla
~for study pal’thIanOn :

Noteworthy lnclusmn cnterla o : SR o
e tobe 18 years of age or older, premenopausal with regular menses L
. 1o be non-pregnant and non-nursing.-A negative pregnancy test was required in all. Ll o
- women:of thldbeanng potential wnhm one day of administration of study
- medication
e ~'to be using an effective method of contracepuon (oral contraceptives,
e levonorgestrel implants, IUD, Depo-Provera injections, abstinence or
Ty stenhzatmn of either partner) - : g
e to have a Papamco]aou smear taken at-or within six months (with documentation) -
. of admission and to be Class I or II; (or show no dysplasia or morc advanced
" “disease with the Bethesda System) - .
16 have negatlve tests for HIV, hepatms (HBsAg) and Nezssena gonorrhoeae
{ R ' anegative wet mount for Tr:chomonas vaginalis dﬂd clue cells
e ety negatwe KOH preparatnOn for yeast and
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to have laboratory test results w1thm £ 10% of the normal llmltS of the Iaboratory
used '

g,

Noteworthy exclusnon crltena , o - .
o ‘use of any systemic antibiotic or vulvovaomal therapeutlc vaomal or cérvical
--contrdcepttve device, vaginal lubricant, foam, ]elly ointment, medicated douche or
- feminine sprays within seven days of admission; or use of water douches within~
. three days of admission .
- ‘e -arecent history of alcohol or drug abuse
eg htstory of sensitivity to the imidazole or triazole classes of drugs, orany
e component of the ovule formulation
. & any vulvovaginal infection(s) ,
eactive genital herpetic lesions at the time of adeSSIon , -
o active gemtal condylomata whtch requtre toptcal treatment wnhm 7 days of
-~ admission - o LT SR
e any sxgmftcant htstory of any chromc tllnesses or chromc vu]vovagmal mteeuon
e "'acute illness’ within seven days of study admtssmn Cr

. e any diseases or condttton which could resultii m excess dccumuldtlon 1mpaned
L metaboltsm or excretion of study drugs, and

e -use of an expenmenta] drug or dev:ce within 30 days pnor to study admtssnon "

_'The mltlal contact wtth study subjects was a screemng vnsrt Potentlal
.‘SUbjeCtS received a full explanation of the’ study and if: interested in study
, ’;*partlmpatlon provnded informed consent.

1 Within. 2 weeks of study admtssuon subjects underwent the following
: °va|uattons L '
s a‘review of the subject s medtcal htstory (mcludtng the date of the
,:vsubjects last menstrual’ perlod) :
‘¢ _a‘complete gynecologic examination- , — : ,
~e. Papanicolacu smear (unless done W|th ‘avn; vvallable report thhnn the.
L }Iast6months) N ey R :
g . 'Testtng for HIV HBsAg, and ‘Neisseria gonorrhoeae

Eltgtb]c sub1ects were mstructed to refram from sexual intercourse from 48 hours prior to
-admission through the end of the study and not to use water douche from three days prior
to admission or vulvovaginal therapeutic agent from seven days prior to admission and
through the end of the study. The study was scheduled to be performed from 1-12 days
~after the end of each subject's menstrual flow, and study subjects from both groups were
- confined to the study site starting the day before dosing of study drug and ending 24
~ hours after dosing of study drug. Dose Group 2 was confined again starting 12 hours =
-~ prior to Day 3 dosing and ending again at 24 hours after the second dosing of study drug
+Alcohol containing beverages were not allowed from 12 hours prior to study drug
¥ admtmstratton until completton of the study
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: At the time of study admnssnon aIl subjects underwent the followmg
g .;__Fevaluatrons : :

». e :_‘;“complete gynecologrc and physrcal examinatlon includlng temperature

: pulse ‘respiration rate, and blood pressure

o o A wet mount for Trichomonas vaginalis and clue cells and a ‘lO% KOH

; f-':-.“_sllde preparation for yeast were performed

:-f{,.} . A pregnancy test {or test of equal or greater sensmvrty) was

- performed, if applicable

’-_5"5‘:'91‘5_The followrng laboratory tests were performed at study admlssmn (and

<+~ -again prior to discharge from the study) :
e Hematology hemoglobln hematocrnt MCV; MCH MCHC RBC WBC
with differential and platelet counts.
. 'Biochemlstry: ‘Glucose; BUN; creatinine; uric acid, sodium, polassuum

‘chloride, CO, total protein; albumm total blll alk. phos S

R RERARE . -GGTP, SGOT, SGPT and LDH.:
6?--.-1U'rinalysisv:'- - pH, specrflc gravity, glucose proteln bilrrubun kelones
SENEENY : blood nitntes and leukocyte esterase

3 ”'"aubjects were asmgned to open label study medlcation in numencal order'." '
2 They self- administered the study’ medicatlon under- the supervusron of the
‘clinrcal study manager in order to assure compliance Subjects were

C 1 instructed to remain in'a supine or recllnlng posmon for 4 hours following
- j'drug admlnlstratlon .

' ﬁ'_'Blood samples for miconazole levels were obtalned from patients in the
- ’single-dose arm of the study. at the following time points: O (just prior to
o Ustudy drug’ admrnlstratlon) and 2,4,8,12,16,24,48,72; and 96 hours
»__"followung drug administration. Patients in the two- dose arm of the study’
underwent blood draws at the following time: points 0 hours (just prior to
- initial drug administration), and 2,4,8,12,16,24, and 36 hours following
F _-:,lnltlal drug administration and- at baseline O hours ljust prior to the second

drug administration), and 2,4, 8 12 16,24, 48 72 and 96 hours followung the‘ ’
-_'second drug administration. - ‘

' Following drug administration; subjects ‘were asked to report the development, severity

and abatement of any adverse experiences.. Adverse experiences were also assessed by
periodic questioning and examining the subjects. Relationship to treatment and severity

_ were determined by the inyestigator using the explanations defined in the study protocol.

At the end of the study, patients underwent the following evaluations:

9 a gynecologic examlnatlon temperature, pulse resplratlon rate, blood
- pressure :

_o ‘a laboratory evaluatlon rncludlng hematology, serum chemistnes and a -
urinalysis were:repeated (same tests as described at study admission)
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c é a study dlscontunuatlon/completlon form was comp ted

e -'Endpomts defmed

».The stud formulatlon of the 1200 mg vaginal -was formulatuon PD-F-
0408, _ Lot # SFO48570. The Clmlcal Supply lot number was
: .”CSS?_OOS.’ _ _

Eveluability cr'i'teriaﬁr.-'

:':'aubjects were to be dlscontlnued from the study for the followmg reasons..
v “protocol viclations = : Lo

“clinically si gmfncant adverse expcncnces
';'SUb_]CCtQTCqUCSt :

‘ menses

e o

,‘ v--}f;"’he goal of the study was to gather informatnon on the absorptuon and R §
_.;.E-pharmacokmetnc proflle in each of the two study groups Therefore no pre-
g v“.‘_’deflned crltena for efflcacy were defmed ' :

et f,:“v'::'.,odfety mformatlon was collected from patuents by patlent report, periodic

, questuomng, and examination in order to detect adverse events.

otdtlstlcal COhSlderaIIODS B
“The Applicant chose a: sample suze of ten patlents per group based onan -

»estlmated coefflcrent of variation of 40% and the goal-of estimating the peak

s '-conCentratlon to wnthrn 29% of the true value: WIth 95% confldence

o '_.fStU_dy heSuIts“ :

o -"'"'?:Stat‘nsucal analyse‘s of the stu‘dy results werej_de‘Scripti_y’e.pnly.‘,

"Demographlcs
The study enrolled females 18 to 45 years of age, The mean age in the
single dose group was 30.3 years and the mean age in the two-dose group
‘was 29.5 years. In the single-dose group (Dose Group 1) 50% of the
E-’f_subjects were caucasian and 50% were black. In the two-dose group (Dose"

U Group 2) 80% of the 10 subjects were caucasian and 20% were black. The

 subject’s baselme ‘medical hxstones and physical examinations were
. .'vunremarkable ‘All Papanicolaou smears were Class | or Il. All admission AR AT
’.”_KOH preparatlons wet: mounts, cultures for N. gonorrhoeae pregnancy . L R ; !
{'ftests HIV tests, and HBsAg tests were negative. B i
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IR 'Evaluablllty S

G A total of 23 of the 24 sub;ects enrolled completed the study All 24

subjects were included in the safety analysis. The pharmacoklnetuc analysis

~was performed on the first 10 patients.in each of the two study groups to
complete the: study The one patient who did not complete the study was

‘withdrawn on Study Day 1 after she experienced an acute anxnety episode
Judged by the prmcrpal mvestlgator not to be related to the study medication.

Yhy Pharmacokmetrcs : o
. {For a complete descrrptlon of the pharmacoklnetlc analyses please see Dr S
o Phll Colangelo S Blopharmaceutlcs Rewew ) e ; ,

o :f’ The Appllcant presents the pharmacoklnetlcs of the 1200 mg vaglnal _
e study subjects The results are. presented for the group of patients who
-~ received only one [[llland then for the group of patients who received a
Sy "‘second- at 48 hours: The administration of a second ovule at 48 hours
. was to provide additional safety dataon a potentral misuse situation. The = -
: ‘plasma concentratron results are presented graphlcally below .

X Obsencd data, '
-O—Prcdnctcd data l :

o T
S

ped

v._v(yly_elhi_c‘ehtlratiol_l_ér (ng/mL) o
e w5 ‘ ‘

0 12 240 36 48 60 72 84 96 1 -
e Time (hr) e

Figurel

: 'Observed and prcdlcted plasma miconazole concentration-time profiles followmg a el
L single 1nt1avagmal application of 1200 mg miconazole vaginal [i(Dose Group LA

1 =67133.85,A; = 17.53029, ka = 0. 257914, A, = 0.257996; 7&2 =0. 025917) :

- .:(Apphcant [ Flgure I from Vol: 1. 9 p. 08-000113)

:» The results show the range of observed and the predicted serum levels of
' ‘-':g‘mlcgnaz_ole mtratem the single dose study group ‘
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~"MO Comment: In the. smgle dose 1200 mg-there is

- considerable variability in the observed serum levels of-miconazole
- ‘with levels up to 18.3 ng/mi in one of the ten patients.. The mean

" Cmax for this group was 10.7 ng/ml. The levels: attained with the:
~1200 mg vaginal ovule are within the range of the levels attained
S withe the 200 mg miconazole nitrate cream. (MONISTAT®3 vaginal

cream, Table 66) and are-well below the peak serum levels attained

in the setting of therapy with IV mlconazole Serum levels attained
following IV-administration range from a peak serum level of
~1600 ng/mL following a ‘dose. of 200 mg to peak serum levels of
- 5000-13,000 ng/mL after a 10-12 mg/kg dose (Kucers A, et. al., The:

- Antiviral Drugs. - 5"‘ ed Butterworth Hememann Oxford 1997 pp
1445 5}9)» S e , :

s Obscrvcd data
g—O—F'n.dlctcd data ]

Co'ncc.ntretiznns__(hg/i'n,L‘):l4' e Ean
17§

20
N 10
g

0 24 a2 9% 120 144 168

; *’[5. Timé (hr)

Flgure 11

. ‘."Observed and prcdlcled p]asma mlconazole concemratl'on time proﬂlcs followmg two -
- 'intravaginal application of 1200 mg miconazole vagmal bn Days 1 and 3 (Dose

 Group 2, Ay = 1415.502, A,'= 15.74005, ka = 0.255 124, x, =0. 258213 )\.2 =0.025551).
: (Apphcant s Figure Il from Vol. 1.9, p. 08-000113) -

i The results above show the range of- observed serum Ievels of miconazole .
nltrate m the two dose study group.

MO Comment The levels attained under the misuse situation of a
- 'second ovule adrmnlstered 48 hours after the first produced a mean
-+ Cmaxof 11.98 ng/mL on Day 3.  This value is comparable to the Cmax
L o “level observed with 200 mg MCN cream shown in Table 66 below. -
(’ - (MONISTAT®3 vaginal cream)

‘serum levels of miconazole was considerable. . One patient (Subject

_ Use of Antibiotics: A Clinical Review of Antibacterial, Antifungal, and- S

. -Again the range of values observed for - B
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0201 1) attamed a peak serum Ievel of 28 ng/mL ThlS patnent v

demonstrated a more. gradual and persistent rise in serum mnconazole
level.: Although this level is higher than the levels for other patients in
the study, it remains well below levels: that: would: be attained W|th IV

mlconazole therapy. Thrs patrent did not report. any adverse
expenences : :

The maxrmum concentratlon (Cmax) attained and the area under the curve
lAUC) for the 1200 mg vaginal ovule compared to other miconazole nitrate:

contalmng MONISTATO products used in the reatment. of VVC are shown in
Table 66 .

Table 66 Pharmacokrnetlc Parameters from Selected MONISTAT3 Preparatrons v

- MONISTAT®7- '|:"- MCN 100 mg "MCN- ] MCN 1200 mg ]
Parametex_', : . 'Original Cream =~ | NewBase Crcan}_)v 200 mg Cream b
o (N=14) o it (N=14) o Lo (NE14) s (N:l())».,. :

Dose FEIEEN BAC L R R s ;‘- i 3"l single

CnmmgfL) 790 | 254 | 680 | 884 | 948 | 1268 | 107

Tynax (Hrs.). 1o 12.29: | 1029 ;10.5.7'},‘ w1000 220 b 12,87 b o 184 -

AUC (ug.h/L) 32007 | 82767 | 9143° | 241470 | 136.04° | 36564° | 4773°

1" results are after a smgle dose, 7% or 3 ?'1 n:sults are after lhe last dose for lhal reglmcn reponed in’ study 95- 009 b
MCN= miconazole nitrate

2= AUC 0-24 hours, - - b= AUC 0-72 hours. ~“c= _AUC 0- 96 hoes.
lAppl'cant 5 Table from Vol. 1.9 p. 08- 000140)

lVlO Comment The Cmax Ievels attamed wuth the 1200 mg ovule are .-
,omparable to those of the MCN 200 mg: cream. (MONISTATO3 Vaginal
Cream): The AUCosen produced by the.MCN 1200 mg [Illllis higher
than: the: AUCo.72n of the MCN:200 mg cream. ‘The. blopharmaceutncs ,
reviewer also calculated an "AUCq.72n for. the MCN 1200 mg ovule of:

419. 0:136.6 in‘order to provrde a comparable companson The Tmax R

of 18.4 hours for the MCN 1200 mg -reﬂects’ he: more gradual
and prolonged absorptlon produced by the ovule

The Appllcant also provrded computer snmulatlons to extrapolate expected
serumi miconazole levels in situations of misuse. Please see the

Biopharmaceutics review by Phil Colangelo for comments regarding this
lnformatlon

Safetv - :
The Apphcant tabulated all adverse events reported durmg the study. No
serious adverse experlences were reported during the study. All adverse
events that were reported by more than one patient are shown in Table 67.
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g (Apphcant s Table VIH from Vol. 1 9 p. 08- 000139)

~.and no significant changes were noted.
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- Table 67. SUMMARY OF: ADVERSE EXPER]I:NCES (N-24) R
Adverse Experience by Body System S| Number o Percent
-Gcmtal/Reproductl\e Systeni:: : 2 SRR e 83

. L7 'Vaginal Burmng R i
Nervous System

Dizziness 2;-‘ i 83
Headache , 1 8. : R 33.3

MO Comment leen the small numbers of patlents in the study and
the lack of a control group, itis dlffrcult to draw conclusrons
- regardmg the adverse. expenences reported Companng the data
- with the two plvotal trials we see snmllar rates for headache and
' rates of vaglnal burnmg that are 'somewhat less than observed in the
e ‘clinical trlals in patlents with VVC. ThlS dlfference may reflect that
. this pharmacokrnencs study 97- OO7 enrolled normal subjects. The
e ;etlology of the dizziness- reported by 2 patlents |s unclear. -As noted,
: ‘no serlous adverse experlences were reported .

: ’ I'he Applucant notes that the rates for reportlng adverse events are- snmular for IERER
i ._ooth the one and two- -dose: study groups :

b‘ v'One subject was dlscontmued from the study (subject no. 02008) because

~ofan anxiety attack Judged by the Prmcrpal Investlgator to be not related to
- the study drug : 5 o s

R MO Comment Subject 02011 demonstrated serum levels of

S ‘mrconazole greater than the other patlents in the two-dose arm of
i *-,fthe study’ Desprte these higher levels; this subject dld not report
L any adverse expenences durmg the: study :

S The Apphcant also momtored the study sub]ect s Iaboratory studles flndmgs
- on gynecologic examination, and vital signs dunng the study.  The results of
g 'hematology, chemlstry, and urinalysis studies were either within normal
~limits'or judged by an investigator to be not clinically significant. The

gynecologic examinations both at admission and post-study were judged to
be either normal or acceptable Vital signs were monitored during the study
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Revrewer s Comments/Conclusrons for Study 97~ 007

':',‘v'Study 97- 007 demonstrated that the 1200 mg. vagrnal _attams serum
“‘miconazole levels that are comparable to the 200 mg MCN cream
- '(MONISTAT®3 vaglnal cream™). These levels are. well below the levels that

were attained ‘with 1V miconazole therapy The study also provides

Vrnformatron on the serum levels of miconazole nitrate attained in the misuse

~situation’ where a second 1200 mg vaginal Jllllis administered 48 hours
‘ after the first.” The average peak serum levels attained in this misuse-

situation are comparable to levels observed with the MONISTAT®3
formulation. There were no senous adverse experrences reported durmg the

in conclusron the study demonstrates that the serum Ievels that are
e assocrated with use of the: 1200 mg = similar to those that are .
Y}_.“attamed with the over-the-counter marketed formulation, MONISTAT®3

| .:‘_;;’_'Thrs information supports the safety of the 1200 mg -formulatuon for
; ,prescnptron use. e S :

i I\/.ONISTATOB Vaginal Cream was approved under NDA 20 827 for over-the-counter
] rrea'ment of VVC. i . :
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